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N A X C E L  S ter i le  P o w d e r  (ceftiofix sod ium)  

1 . G E N E R A L  INFO R M A T IO N : 

a . Fi le N u m b e r : 

b . S p o n s o r : 

c. E stabl ished N a m e : 

d . P ropr ie tary N a m e : 

e . D o s a g e  For rn : 

f. H o w  Supp l i ed : 

g . H o w  D ispensed : 

h . A m o u n t o f A ctive Ing red ien ts: 

i. R o u te  o f A d m inistrat ion: 

j. Spec ies /Class: 

k. R e c o m m e n d e d  D o s a g e : 

1 . Pharmaco log ica l  C a tegory ;.-. -  

m . Ind ica tions : 

n . E ffec t o f S u p p l e m e n t: ~  ’ 

N A D A  1 4 0 - 3 3 8  

P h a r m a c i a  &  Up john  C o . 
7 0 0 0  P o r ta g e  R o a d  
K a l a m a z o o , M I 4 9 0 0  1-O  1 9 9  

Drug  Labe le r  C o d e : 0 0 0 0 0 9  

C e ftio fu r  sod ium 

N A X C E L  S ter i le  P o w d e r  

S ter i le  p o w d e r  fo r  recons titu tio n  to  in jectable solut ion 

1  a n d  4  g  g lass vial  

Rx  

5 0  m g  ce ftio fu r  equ iva len ts (CE)  pe r  m L  o f recons titu te d  
solut ion 

In tramuscu la r  (IM ) in ject ion 

S w ine  

1 .3 6  to  2 .2 7  m g  ce ftio fu r  equ iva len ts/lb (3 .0  to  
5 .0  m g /kg) o f body  we igh t (1  m L  o f recons titu te d  
ster i le solut ion-  pe r  2 2  to  W -lb-of  body  we igh t). -  -  -  -  - -  -  -  -~  
T rea tm e n t shou ld  b e  r e p e a te d  a t 2 4  h  intervals fo r  a  
to ta l  o f th ree  conse tiu tive days . -  

N A X C E L  S ter i le  P o w d e r  is ind icated fo r  
t reatment/control  o f sw ine  bac ter ia l  respi ratory d isease  
(swine bac ter ia l  p n e u m o n i a )  assoc ia ted with 
A c tinobac i l lus  (Haemoph i lw )  p l e u r o p n e u m o n i a e , 
P a s teure l la  m u l toc ida,  S a l m o n e l l a  cho leraesu is ,  a n d  
S treptococcus su is  type 2 . 

‘To  es tab l ish’s 4 -day  pr i -s laughter  wit l idrat ial  tin ie’fo i‘ -  ” -  
sw ine  
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NAXCEL Sterile Powder (ceftiofk sodium) 

2. EFFECTIVENESS: 

This supplement to NADA 140-338 does not change the effectiveness data for this product. 

3. TARGETANIMAL SAFETY: 

This supplement to NADA 140-338 does not change the target animal safety data for this 
product. 

4. HUMAN FOOD SAFETY: 

A. Toxicology 

Complete summaries of all pivotal toxicology studies of ceftiofiu pertaining to human 
food safety are found in the original Human Safety Section of the Freedom of Information 
Summaries for NADA 140-338 and NADA 141-235 (ceftiofur crystalline free acid, 
EXCEDE for Swine Sterile Suspension). As described in the Freedom of Information 
Summary for NADA 141-235, CVM interpreted the results of the Acute Single Dose 
Intake (ASDI) study summarized in NADA 140-338 to establish a safe concentration of 
166 ppm for injection site muscle. 

B. Residue Chemistry 

The total residue depletion and metabolism data in the target species and comparative 
metabolism data in the toxicological species for ceftiofur are summarized in the FOI 
Summaries for NADA 140-338 and NADA 140-890 (ceftiofur hydrochloride, EXCENEL 
RTU Sterile Suspension). The marker residue in edible tissues is the sum of ceftiofur and 
desfuroylceftiofur-related metabolites, measured by HPLC as the stable derivative 
desfuroylcetiofu acetamide @CA). The target tissue for residue monitoring is kidney- . ’ .- . 
and the tolerance is 0.25 ppm. The following pivotal study was conducted to determine * ,.\, 
the withdrawal period. 

1) Title: Decline of ceftiofur and desfuroylceftiofur-related residues in swine tissues 
after intramuscular administration of ceftiofiu sodium (NAXCEL Sterile Powder) to 
swine at a rate of 5 mg ceftiofur equivalents/kg body weight for three consecutive days 
(Study Report No. a0100487,12 March 2002). 

Principal Investigators: D.A. Merritt & M.J. Prough, Pharmacia Animal Health, 
Kalamazoo, MI. _. . 

Animal Species: swine. 

Breed/Sex: Yorkshire mixed-breed/male and female in equal numbers. 

Number of Animals: 36. 

Health Status: clinically healthy. 

NADA 140-338 Page 2 
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N A X C E L  S ter i le  P o w d e r  (ceft iofbr sod ium)  

R o u te  o f A d m inistrat ion: in t ramuscu lar  (IM ). 

D o s e  R a te : 5  m g  o f ceft iofur equ iva len ts /kg  b o d y  w e i g h t. 

D u r a tio n  o f Dos ing :  1  t reatment  pe r  d a y  a t a p p r o x i m a te ly  2 4 - h o u r  in tervals  fo r  th r e e  
consecut ive  days.  

Marke r  R e s i d u e  D e p l e tio n  D a ta : K idney  t issues w e r e  co l lec ted f rom six an ima ls  a t 
e a c h  tim e  p o i n t o f 3 ,2 4 ,4 8 ,7 2 ,9 6 , a n d  1 2 0  hou rs  a fte r  th e  th ree -day  t reatment  pe r iod  
a n d  w e r e  a s s a y e d  fo r  d e s furoylcef i io fur - re lated res idue  by  th e  H P L C - D C A  regu la tory  
assay.  Th is  p rov ided  k idney  res idue  c o n c e n trat ion in format ion  as  s u m m a r i z e d  in  th e  
fo l low ing  ta b l e , 

C o n c e n trat ion o f D e s furoylcef t io fur- re lated R e s i d u e  by  th e  
H P L C - D C A  Assay  in  S w i n e  Fo l low ing  3  Days  o f IM  Trea tment  

o f N A X C E L  S ter i le  P o w d e r  a t 5  m g  cef t iofur /kg/day 

S l a u g h ter  
In terval ,  C o n c e n trat ion, p g /g  * ( M e a n  rtr S D )  
(hours )  

K idney  

3  5 .4  It 1 .1  

2 4  1 .1  f 0 .2  

4 8  0 .3 8  rt 0 .0 9  

7 2  0 .1 8  f 0 .0 6  

9 6  - - . -- _  (0 .073)  t_  0 .0 1 2  

1 2 0 ; 
_  .i ( < L O D - 0 .0 6 7 )  : ‘.. -- - - I II ‘. - 

* L O Q  =  0 .1 0  p g /g , L O D  =  0 .0 5 0  p .g /g . V a l u e s  > L O Q  b u t 
> L O D  a re  l isted-ir i  pa rkn the‘ses.  _  

2 )  W ith d r a w a l  P e r i o d  

T h e  d a ta  f rom th e  s tudy a b o v e  w e r e  a n a l y z e d  by  a  statist ical m e th o d  wh ich  d e te rm ines  
th e  statist ical to le rance  lim it fo r  th e  9 9 th  p e r c e n ti le o f th e  p o p u l a tio n  wi th a  9 5 %  
c o n fid e n c e . A t 4  days,  th e  u $ p ’er  9 5  p e r c e n t G r i f idence lim it-&  th e  4 9 th  p e r c e n ti le ‘fo r  “. 
k idney  res idues  w a s  less th a n  th e  k idney  to le rance  (0 .25  p p m ) . T h e s e  d a ta  s u p p o r t a  
4 -day  p re-s laughter  w i thdrawal  pe r iod  a fte r  in t ramuscu lar  admin is t ra t ion  o f N A X C E L  
S ter i le  P o w d e r  in  sw ine  w h e n  u s e d  acco rd ing  to  labe l  d i rect ions.  

C . M icrobia l  F o o d  S a fe ty 

Th is  N A D A  s u p p l e m e n t es tab l ishes  a  4 -day  p re-s laughter  w i thdrawal  pe r iod  fo r  swine.  
B e c a u s e  th is  c h a n g e  to  N A D A  1 4 0 - 3 3 8  d o e s  n o t c h a n g e  th e  p r o d u c t indicat ion,  d o s e , 
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NAXCEL Sterile Powder (ceftiofur sodiumJ 

dose duration, or other conditions of use beyond the addition of a withdrawal period, an 
evaluation of Microbial Food Safety was determined not to be necessary at this time for 
the supplemental approval to this product. 

D. Regulatory Method for Residues 

The regulatory method for determination of DCA in swine kidney and muscle, and bovine 
kidney, muscle, and milk is the HPLC-DCA assay which successfully completed a 
sponsor-monitored multi-laboratory method trial. The method is on file with the Center 
for Veterinary Medicine, Food and Drug Administration, 7500 Standish Place, Rockville, 
MD 20855. 

5. USER SAFETY: 

Studies to evaluate the safety of ceftiofur to users are discussed in detail in the original FOI 
Summary for NADA 140-338. 

Human Warnings are provided on the product labeling as follows: 

Not for human use. Keep out of reach of children. 

Penicillins and cephalosporins can cause allergic reactions in sensitized individuals. Topical 
exposures to such antimicrobials, including cefciofur, may elicit mild to severe allergic 
reactions in some individuals. Repeated or prolonged exposure may lead to sensitization. 
Avoid direct contact of the product with the skin, eyes, mouth and clothing. 

Persons with a known hypersensitivity to penicillin or cephalosporins should avoid exposure 
to this product. 

In case of accidental eye exposure, flush with water for 15 minutes. In case of accidental skin 
exposure, wash with soap and water. Remove contaminated clothing. If allergic reaction 
occurs (e.g., skin rash, hives, difficult breathing), seek medical attention. 

The material safety data sheet contains more detailed occupational safety information. To 
report adverse effects in users, to obtain more information or obtain a material safety data 
sheet, call l-800-253-8600. 

6. AGENCY CONCLUSIONS: 

The data submitted in support of this NADA satisfy the requirements of section 5 12 of the 
Federal Food, Drug, and Cosmetic Act and 21 CFR Part 5 14 of the implementing regulations. 
The data demonstrate that NAXCEL Sterile Powder, when administered according to the 
label directions, is safe and effective for the treatment and control of swine bacterial 
respiratory disease (swine bacterial pneumonia) associated with ActinobaciIZus 
(Haemophiius) pleuropneumoniae, Pasteurella multocida, Salmonella choleraesuis, and 
Streptococcus suis type 2. 

Labeling restricts this drug to use by or on order of a licensed veterinarian. This decision 
was based on the following factors: (a) adequate directions cannot be written to enable lay 

NADA 140-338 Page 4 
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NAXCEL Sterile Powder (ceftiofur sodium) 

persons to appropriately diagnose and subsequently use this product to treat swine 
respiratory disease, (b) restricting this drug to use by or on order of a licensed veterinarian 
should help prevent indiscriminate use which could result in violative tissue residues, and 
(c) the rate of emergence of ceftiofur-resistant organisms may be reduced by the 
involvement of veterinarians in product use. 

This approval does not qualify for marketing exclusivity under section 5 12(c)(2)(F)(iii) of the 
Federal Food, Drug, and Cosmetic Act. 

In accordance with the Center’s supplemental approval policy 2 1 CFR 5 14.106(b)(2)(x), this 
is a Category II change which did not require a reevaluation of safety and effectiveness data 
in the parent application. 

No patents were submitted with this application. 

7. ATTACH’ENTS: 

Facsimile labeling is attached as indicated below. 

A. NAXCEL Sterile Powder - 1 g vial and shipper carton label 
B. NAXCEL Sterile Powder - 4 g vial and shipper carton label 
C. NAXCEL Sterile Powder - package insert 

NADA 140-338 Page 5 



colPos,TtoN OPDER x PROD”Cr 

23044 
COPY CODE 11 

NAXCEL 1 gram 814 049 119B ccs t NDC# EDP x ,TEM 
3362-03 0009-3362-03 Label 
BOlTLE * SIZE lMPRlNT SEE DRP.WINO I 

3.6875 x 1.3125 inches Left side 
AoDmON.4L lNFORMA*wN DATE TYPESET BY 

02/24/04 L. Amos 
PantorW Colors used In this proof mat not match the Panton@ solid color standards, Use current Pantone% swatch guide for most accurate color. 
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i Naxcel” 
4 grams NADA#140-338 

NDC 0009-3362-04 
Sterile Powder 

Approved by FDA ceftiofur sodium sterile powder 
For intramuscular and subcutaneous injection in cattle only. 
For intramuscular injection in swine, sheep, goats, and horses. 41 ooc-o9-l~ 1 ql/fiW 0’ 1-9’0 swwdaaus 
For subcutaneous injection only in day-old chickens, and day-old turkey poults. s~o)uo sBq-GS~uJ r %?lo/llm B G-GGO ww3 Pto-Aea 
May Be Used in Lactating Dairy Cattle, Sheep, and Goats. 41001/l~ P-Z q11Bm oz-0‘ L saslo” 

?? 
Caution; Federal (USA) law restricts this drug to use by or on the order of a licensed veterinarian. Restricted Drug (California)-Use Only ar Directed 

w Reconstitute wtth 80 mL Sterile Water for Injection. Each mL of the resulting solution contains caftfofur sodium equivalent to 50 tog ceftiofur. 
* RESIDUE WARNINGS: Pre-slaughter meat withdrawals: Swine: 1 days after last treatment. 

Cattle, sheep, oats da 
% .dy 

-old chickens and turkey poults: 0 hrs. Milk discard time: 0 hrs. a 
WARNING: Not for human use. Keep out of reac of chil ren. To avold possible allergic reacttons, users are advised to avoid direct contact of this product with the 
skin o! mucous membranes (see package Insert). Store unmconstftuted product at controlled room temperature 20” to 25” C (68” to 77” F) [see USP]. Protect 
from hght. See package msert for complete product information and storage condttions. Each vial contains: ceftlofur sodium equlvaient to 4 grams ceftiofur 

814 057 1208 

NAXGEL 4 grams 

3362-04 0009-3362-04 Label 
BOTTLE x SlZE IMPRWT e,ze Dw.WNC li 

6.125 x 2 Left side 
*DDmON*L INFORM*w3N DI\TE TYPESET BY 

02/24/04 1. Amos 
Pantone” colors used I” this proof may not match the Pantone* sohd color standards Use current Pantone” swatch g’uide for most accurate color 
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Naxcel Naxcel 
brand of cettlotur sodium sterile powder 

- 

NAXCEL 
YOS* 

a!x 
20x10- 

.ws 
692432 

-*lip 
2.5 x 1.25” 

UY*mOT* 
814 055 5248 
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